, the number of GalNac/particle can be calculated assuming all 53 formulations display the same lipid core diameter (same composition of core lipids (oil, wax, 54 lecithin)) (40 nm), and taking lipid core density equals to 1.05 g/cm 3 . Calculations are detailed in Table   55 2. From the number of SA-PEG100-GalNAc per particle, the ligand surface density can be 63 deduced (Table S3 ). In this case, the hydrodynamic diameter of the particles issued from DLS 64 measurements is used, assuming all ligands are located on the particle surface. From the ligand 65 surface density, the distance between two neighbor ligands can be estimated, as the root square of 66 the surface per 1 SA-PEG100-GalNAc.
67
68 Table S3 . Calculation of GalNac density on each type of particle. 
69

78
The present results were compared with the bibliographic data from Morille et al. [1] . In this 79 bibliographic study, two types of Gal ligands, DSPE-PEG2000-Gal 1 and F108-Gal ( Figure S6 ), were post-80 inserted at the surface of lipid nanocapsules investigated for gene therapy. These nanocapsules were 81 composed of a liquid lipid core surrounded by a shell of amphiphilic surfactants and possessed 82 structure and physico-chemical properties close to those of herein described NLC, though different.
83
The number of saccharide units per particle was given in the paper, assuming all ligands were 84 inserted at the particle surface. Therefore, comparison could be made in terms of ligand density 85 between these literature data and ours, as reported in Table S4 . To note that in our study we inserted 
93
The authors reported that DSPE-PEG2000-Gal coating (up to 1,627 ligands/particle, 1 ligand/57 94 nm 2 ) did not induce significant effect on gene delivery in primary rat hepatocytes during transfection
